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2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an Authority other 
than this one to be the IPCA and the chosen IPEA has notified the International Bureau und^ Rule 66. 1272Xb) that written opinions of 
this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the IPEA a 
written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing of borm 
PCT/IS A/220 or before the expiration of 22 months from the priority date, whichever expires later. 

For further options, see Form PCT/ISA/220. 
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Box No. I 



Basis of this opinion 



With regard to the language, this opinion has been established on the basis of: 
\^\\ the international application in the language in which it was filed 



□ 



the translation of the international application into 

translation furnished for the purposes of international search (Rule 12.3(a) and 23. 1(b)). 



, which is the language of a 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 

a. type of material 

a sequence listing 
I I tablets) related to the sequence listing 

b. format of material 
I I on paper 

in electronic form 

c. time of tiling/turnishing 

contained in the international ^plication as filed 
I I filed together with the international application in electronic form 
I I fiimished subsequently to this Authority for the purposes of search 

P I In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed or 
furnished, the required statements that the information in the subsequent or additional copies is identical to that in the application as 
filed or does not go beyond the application as filed, as appropriate, were furnished. 

Additional comments: 
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Box No, V Reasoned statement under Rule 43bis.l(a)(i) with regard to novelty, inventive step or industrial applicability; 

citations and explanations supporting such statement 



Statement 



Novelty (N) 



Inventive step (IS) 



Industrial applicability (lA) 



Claims 
Claims 



Claims 
Claims 



1-13 



1-13 



Claims 1 — 13 
Claims 



YES 
NO 



YES 
NO 



YES 
NO 



Citations and explanations: 

The roUowing documents have been shown in the ISR. 

Document 1 : Dinara Daniel et al.. Pathway of Apoptosis Induced in Jurkat T Lymphoblasts by Anti- 
HLA Class I Antibodies, Human Inuuunology, Vol. 65, pages 189 to 199, 2004 (see, particularly, 
page 197, left column, line 1 to right column, line 8) 

Document 2: Giuliana Cangenii et al., IFN-a mediates the up-regulation of HLA class I on 
melanoma cells without switching proteasome to immunoproteasome. International Immunology, 
Vol. 15, No. 12, pages 1415 to 1421, 2003 (see, particularly, page 1416, left column, Unes 22 to 24) 
Document 3 : O.R.Burrone et al.. Stimulation of HLA- A, B, C by IFN-a. The derivation of Molt 4 
variants and the differential expression of HLA-A, B, C subsets, The EMBO Journal, Vol. 4, No. 11, 
pages 2855 to 2860, 1085 (see, particularly, page 5, Table I.) 

Document 4: Naoki Kimura et al., 2D7 diabody bound to the a2 domain of HLA class I efficiently 
induced caspase-independent cell death against malignant and activated lymplioid cells, Hioclicniical 
and Biophysical Research Communications, Vol. 325, pages 1201 to 1209, 2004 
Document 5: Laurent Genestier et al., 1 as-liidcpcndent Apoptosis of Activated T Cells Indiiced by 
Antibodies to the HLA Class I al Domain, Blood. Vol. 90. No. 9. pages 3629 to 3639, 1997 

Document 1 describes that the anti-HLA class I antibody is useful for inducing cell death to 
treat the tumor and that since expression of HLA is reduced in the tumor, expression of these tumor 
tissue compatible conjugates should be restored by a cytokine such as interferon y. 

Accordingly, document 1 can be considered to describe that the interferon is used in 
combination for enhancing the cell death induction action of the anti-IILA class I antibody when the 
anti-IILA class I antibody is used as a medicine for inducing cell death to treat the tumor. 

Therefore, the subject matters of claims 1-13 of this international application do not appear 
to be novel or to involve an inventive step in view of document 1 . 

In this connection, claims 1-13 do not describe that interferon a is used as an interferon and 
a specific antibody is used as the anti-HLA class I antibody, but documents 2 and 3 each describe 
that interferon a up-regulates expression of HLA class I on the cell as interferon y does, and 
documents 4 and 5 each describe that various kinds of HLA class I antibodies disclosed in the 
specification of this intemational apphcation induce cell death in the tumor. Therefore, these aspects 
are obvious to a person skilled in the art although they are specified in the claims from documents 1- 
5. 
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